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Anticoagulant 
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Rx only 

COUMADIW’ TABLETS 
(Warlarin sodium Tablets, USP) Crystalline 

OESCINPNDN 
COUMADS (csystatltne watfadn scdlum) ls an anliocagulant which acts by inhlbithul vitamin K-dependent ocagu- 
kdkm fastma Chsmically, it is 3-(u-acetonylbenryi)-4-hydmxycwmarin and ls a racemtc mktuoe of the R- and S 
enandonwrs. Ctyshdliie wdlfarin sodium is an iscprcpenci clathfate. The ofystatlizatta, cf waffertn sodium 
Whmlly elimtnates trace impudttes present h anwfphcus war&in. 6s empirical formula is C,, H,, NaO,. and its 
sbwtursl formula may be fepresented by 5w following: 

LJLyk;A+J 
ON.3 CH*Co!m. 

fkystalgno wafferfn sadium cootas as a wldte, odorless, crystalline powder, is discolored by IiCt and is very SOI- 
ubie h watal; freely scktbte In aiwhcl; “ety slightty soluble in ohlofcf~nn and in ether. 

COtJhWtN Wets fcr wal use also contain: 
Ail strengths: Lactose, etarch and magnesium staarate 
1 ntg: O&C Red No. 6 Barium Lake 
2 mg: FDSC Blue No 2 Aluminum Lake and FD&C Red No. 40 Aluminum Lake 
2-l/2 mg: D&C Yellow No. 10 Akuninum Lake and FD&C Blue No. 1 Alum!num Lake 
3 mg: FD&C Yellow No. 6Alumlnum Lake, FD6C Glue No. 2 Ahanktum Lake and FDSC 

Red Nc. 4OAlumlnum Lake 
4 mg: 
5mg: 
6 mg: 
;pgw 

FD6C 6ltw No. 1 Aktmirwm Lake 
FD8C Yellow No. 6 Aiuminum Lake 
FD8C Yellow No. 6 Ahfminum Lake end FD&C Blue No. 1 Ahfminum Lake 
O&C Yellow No. 10 Aiuminum Lake and FD&C YeSow Nc. 6Alumlnum take 
Dye Free 

COUMQIN for in)edwt is snpptled as a sterhe, lycphttiaed powder, which, after tecmw6tutba with 2.7 tnt. sterib 
Water for htjecticn, mntains: 

Waderin Sodium 
Sodium Phosphate, Dibasw, Heptahydrate 
%diim Phosphate, Mcncbask, Monchydfate 
~odi~lChlcrlde 

Sonurn Hydroride. as needed for pli adjustment to 

CLNICAL IWAWACDLOGY 

2 mq/mL 
4.98 mslmL 
0.194 mg/mL 
0.1 mg!mL 
3~3.0 mg/mL 
S.ltcfL3 

COUkWDtN and cthw ceumatkt antkmagulants act by inhiblttng the synthesis ct vitamin K dependent ctcttt~ fac- 
tors, which include Factors II, WI, IX and X. and tbe anttccagulant prcteins C and 5 Haltlives ct these dcttlng fac- 
tors are as #lows: Faotcr II - 66 hours, VII - 4-6 hcufs, IX - 24 hours. and X - 46-72 hours. The half-&es of proteins 
C and S are appoXimateiy8 hours and 30 hcuts, respectively. The resuitant in r’h’o effeot is a sequentkit depres- 
ston d Factors WI, tX, X and II actlvttles. Vkamin K Is an essentffl ccfaotcr fcf the post rlbcsomat sytdhesls cf the 
vltamtn I( dependent ctctttng factcrs. The vitamin ptcmctes the bicsynthests of a-cafbcaygkdamk acid residues 
in the proteins which are essential for blolcgti acttvky. Waffadn is Mcught to interfere with &tUng factcr syn- 
thssb by inhibillmt of tlte regmratbn of vbmin K, epcxida The degas of depression Is dependent upon the 
dosage admhdstered. Therapeutic dcses cf warfarin decrease the total amount cf the active fcrm of each vibunb 
K dependent cbttbg factcr made by the liver by approximately 30% to 50%. 

An antkcagulattcn effect generally cccurs within 24 hours after dfug admhdstratwn. However, peak anticoagulant 
effect may be delayed 72 to 96 hours. The dnmticn of action of a single dose of faoemic warfarln is 2 to 5 days. 
The effects of COUMADIN may beccme mom pmncunced as effects of daily maintenance dcses overlap. 
Antkoagutsnts have no diieci effect on an established thmmbus, nor dc they reverse lschemlc tissue damage. 
Hwevq owe a ttuwnbus has oscurrod, the gcai of anticcagulant treetment ls to prevent furthw extenstcn of the 
fcmwd clot and prevent seccndary thmmbcembollc ccmpiicatlons whkh may resutt in sedcus and possibly fatal 
sequelan 

Phsnnamkhwtbs: COUMADlN is a raoemic mixture cf the R- and Senantlomera The S-enantlcmer exhibits 2-6 
ttmes more antkcagnlant a&thy than the R-enanticmer in humans, but generatly has a more rapid clearance. 

Abeoqfticn: CDUMALtS is essentialiy completely absorbed after oral admlnlstmttcn whh peak ccncenb’atlcn get+ 
erstty attatned whhin ffie first 4 hcufs. 

Disbtbutbn: There are nc dtterences In the apparent volumes of dishlbutbn after Inhavewous and oral admlnls- 
trsfbn of shgte doses cf warfwin sckdion. War&in distributes into a relatively stttall apparent ~IU~e of diskl- 
button of about 0.14 liter/kg. A distrlraabn phase lasting 6 to 12 hours is distingulshabte after f&J intravenous or 
oral admintskatlos of an aquecus sckttion. Using a one compartment model, and assuming complete bbavatiabil- 
ity, estimates of the volumes of diitdbuttca of R- and S-warfarin are similar to each other and to that of the raoe- 
mate. Ccncentraticns In fetal plasma approach the maternal values, but wartarht has not bean fcund in human milk 
(see WARNINGS: Lactation). Apprcxlfnately 99% of the dmg IS bound to plasma pmtehw. 

Metebctll: The elimination of warferin is almost entirely by metabolism. COUMADIN is stereoselectively metab 
oiized by hepatk microscmal enaycws (cjtochmme P-450) to inactive hydroxylated metabclttes (predomhtant 
mute) and by feductases to reduced metabohtas (wattadn alcohols). The waffadn alcohols have minimal antiw- 
agulent activity. The metaboiites are pdnclpally excreted into the udne: and to a lesser extent lntc the bile. The 
m&ibciites ct waffadn that have been identKkd in&M dehydmwaffadn, two dlastereciscmer almhcis, .4-, 6. 
7-, 6- and lo-hydmaywatfattn. The cytcohrcme P-460 isczymes ktvolved In the metabcltsm of waffarln IncbUe 
ZC9,2C19, X8, 2CtE. lA2. and 3A4.2CS N likely tc be the principal tom, of human liver P-450 which rtwduhdes 
the in viw wdkcagnlant aotlvlty of warfafin. 

Excretlcn: The terminal half-life ct warfarln after a single dose IS approximately cne week however, the effective 
half-life ranges from 20 to 60 hours, with a mean of aLtout 40 hcurs. The clearance of Rwetfarin is geneiafly hag 
that of S-wsrfarin, thus as the vckanes cf distrtbuticn are similar, the ha&life of A-warfwtn is longer than that of 
S-wwfarin. The ha&the of R-warfadn ranges from 37 tc 99 hours. while that Of S-waffarln ranges fmm 21 to 43 
hcurs. Studies with radblabeled drug have demonstrated that up to 92% cf the orally administemd dose is reccv- 
ered in udne. Very lfttta warfadn is excreted unchanged In urine. Urinafy excretion is in the form of matabol6eS. 

flderty: Patients 60 years or older appear tc exhibit greater than expected prothrcmbin time (PTjIlntwnational 
Nonmd&ed Ratio (INA) rwpmse to the antkxagctant effects of wafterin. me cause of the inoreased sen.m4v to 
me antlccagulent effects of warfaHn in this age group Is unknown. mts increased anticcaguiant effect hem war- 
fmb may be due to a oombination of pharawcckcteUc and phamtacodynamic faotcrs. Aacemk warfadn clearance 
may be unchanged OT reduced wltb kwreasing age. Umtted ktfcrmatlcc suggests there is M  dtfterence ln the clear- 
ance of Sd in the elderly versus young subjects. However, there may be a slight decease tn the clearance 
cf R-wwfarin !n the elderly as compared tc the young. Therefore, as patient age Increases, a lower dcse of war- 
farln is usually requked to produce a therapeutic level of anttcoagulatbn. 

Asians: Asian pattents may require lower intbaticn and matntenance doses of watfsrtn. One ccnccntrolled study 
conduoted in 151 Chinese outpatients repcrtod a mean dally via&in requirement of 3.3 f 1.4 mg to achieve an 
INR cf 2 to 2.5. These patients were stabilized cn waffarin for vedcus tndicaUcns. Patlent age was the IttOSt impor- 

tant determinant ct wartarln fequr~. ..nt tn Chinese patients with a prcgressNely lower wartarm requoement with 
increasing age 

Renal Dysfuncttcn: Renal clearance is considered to be a nunof determinant of anbcoagulant response to war- 
farin. No dosage adjnsbnent is necessary for patients with renal failure 

Hepatic Dysfunctfcn: Hepatk dysfuncdcn can potent&e the response to warfarin through Impaced synthesw of 
clotthtg factors and decreased metabclism of waffafm. 

The admhtlskation cf CDUMADIN (Waffadn Sodium) via the inhavencus (iV) mute should pmvide the pabent wdh 
the same concentratkxt cf an oquai oral dose, but maximum plasma ccncentraticn will be reached earlier. However. 
tha Ml anttccagulant effect of e dose of warfatin may not be acbteved unttt 72-96 hcuta after dcsmg. indicating 
that the admihdstfation of Iv CDUMADIN should not prcwde any increased biological effect or earlier onset of actton. 

Clinical Tttats 
AtrIal FMlk4ius (AF): In five prospective fandcmtaed contmSed clinkai triais tnvoMng 3711 padents with ncn- 
fheumatic AF, warfarin sl~ificantly reduced the risk of systemic thmmbcemboiism lncludlng stmke (See Table 1). 
The risk reduction ranged from 6096 to 66% in all except one trtal (CAFE 45%) which stopped early due to pub- 
lished ccsftlve results from two of these trkls. The incktence of makr bleedinn in these trlak ranoed from 0.6 tc 
2.7% (See Table 1). Meta-analysis fktdings of these studies revealedihat the eN&ts of waffadn in reducing thmm- 
boernbolb eWllls InChtding stroke me simlbr et either mcderately htgh #A (2.0-4.5) of low INR (1.4-3.0). There 
was a signiflcast rsdmtbn In minor bleeds at the lcw INR. Simltaf data from clinical studies in vatvular atrial 
ftillatbn patients are net avaiiabte. 

TABLE 1. CUNtCAL STUDIES OF WARFARIN I NON-RNEUMATIC AF PATIENT?? 

n I I Thmmbcembol ism I %MajorSleedlng 

AFASAK 
SPAF 
BAATAF 

CAFA 
SPINAF 

*AUstwlyw . intentbn-tctmat analysts and include kchemlc stroke end 
syetsmk mmm!nxmwllsm. excIu(Img hemonbage and banslent tscbemlc attacks, 

W&Will- 
%  Rlsil Treated ccntr0l 

INR Rerkwtkn pvaiue Pslbnts l?alts 

Myecerdfaf Infarctfcn: WARIS (The Warfarln Re-lnfarctlcn Study) was a double-blind, randomized study of 1214 
psfbnte 2 to 4 weeks post-hfarctbn treated whb warbtht to a target INR of 2.6 to 4.6. j&d ncte that a lower INR 
was achieved and htcmased bleeding was asscclated with IN& above LO; (see OGSA6.E AND ADhlINISTRATION)j. 
The lxhtwfy end&t was a combination of total morbdlty and mcnwent htfamtkm. A seccndary endpoint of owe- 
bmvascular events was assessed. Mean follow-up of the patients wae 37 months. The results for each ecdpcktt 
separately, tncktding en analysis of vasculw death, are provided in the fclbwlng table: 

TAGLE 2 

Event 

Total Patient Years 
of Folbw-up 

Warfarin 
(N=W 

2018 

Placebo 
0 

1944 

RR (96% Cl) 

Total Mortality 
vascular Death 

Rennent MI 
Ceretxcvaecular 

Event 

94(4.7llWpy) 123(6.3/100~) 0.76 (D.60,0.97) 24@=0&30) 
62 (4.1/100 py) 105 (5.4/1Oll py) 0.78 (0.60,1.02) 22 (p=O.668) 
62 (4.lmD py) 124 (6.4/1Dl PY) 0.66 (0.51,0.85) 34 fp=O.OOl) 
20 (1 .on 00 py) 44(2.mJDpy) 0.46 (0.28,0.75) 54@=0.602) 

RR= Reiatlve risk; Risk reducttcn=(l -RR); U=Ccntidence intwvak Mt=Myccardkt infarctbn: py=patknt years 

Mechanic& and Sfcproshwdtc Heart Valves: In a prospective, randomized. open label, pcsdive-cmtmlied study 
(Mck et at. 19851 in 254 ~atfentsthe thmmbcembciic-free interval was fctmd to be sfmdfllantN areater in patients 
with mechankai pmstbotic heart vaiwss treated with watfarln elcrw mmpared with di;pyridamoieIaspirin @<O.OO3) 
and pento~ifytlke-aspirin (pcO.05) heated patients. Rates of thmmboembcllc events In these groups were 228.6. 
and 7.91100 pattent yews, respecttvely. Mejcf bleeding rates were 25.0.0, and 0.9/1Ofl patient years, respectively. 

In a pmspecttve, open Label, crmical trial (Saccf et al, 1990) comparing mcdetate (INA 2.65) vs. high inter&Y (INR 
9.0) warfadn therapies in 258 pattents whh mechenlcal pmsthetfc heart valves, thmmbcembcl ism occurred with 
similar frequency in the twc gfcnps (4.0 and 3.7 events/lCG patient years, mspectlvely). Major bleeding was mcfe 
ccmmon h the htgh itiensity group (2.1 events/lo0 patlent years) vs. 095 eventsllD0 patient yews In the rncder- 
et* intensity wcup. 

In a tandomtred trial (Repie et al, 1968) in 210 patients comparing two intensities of waffarln therapy (INR 2.0- 
2.25 vs. INR 2.5-4.0) for a three-month period fcllcwing tksne heart valve replacement, thmmboembolism 
cxufred v&h slmltar frequency in the twc gmups (major emhctk events 2.0% vs. t .9%, respectively and minor 
embclk events 10.6% vs. 10.2%. respectively). Major bleeding ccmpiioatbns were more frequent with the higher 
intensity (ma@ hemmlmgss 4.6%) vs. none in the tower Intensity. 

RDIGATIONS AND USAGE 
COUMADIN k indicated for the pcphylaxts and/or treatment of venous thmmbosw and its extension. and pul- 
moosry embolism. 

COUMADIN B lndicabsd for the prcphytaxis and/or treatment of the thmmboembclic comphcations associated with 
atrial fibdllatkn and/or cardiac vake replacement, 

COUMAOIN Is indwated tc reduce Uw risk of death, recurrent myccardtal infarction, and thxcmbcemholic events 
such as stroke or systemic embolizatkm after mycoardlai infarction. 

CONTRAINDICATlDNS 
Antkcagulaticn is ccntraindlcated tit any lccalized or general physical condition crpencnal circumstance in which 
the hazard of hemcrthage might be greater than the potectlal clhkai benefits of anttkcagulaticn, such as: 

Pregnancy: COUMADIN is ccntraindfcated in women whc are ct may became pregnant because the drug passes 
through the placental banter and may cause fatal hemorrhage tc the fetus in ofem. Fufthermcre, there have been 
repcfte of birth matformatbns in children bcm to mothers who have been heated with werfartn during Pregnancy. 

Embtycpathy characterized by nasal hypcplasta with M  withcut stippled eptpdtyses (chcndrcd~splasw Punctate) 
has been repcited in pregnant women exposed to warfarin during the first trimester. Centml nefvcus system 
abncrmardfes aisc have been repcfted, hwltiing dorsal midline dysplasia characterized by agenesiS Of the cwpus 
oalicsum, Dsndy-Wafker malfcrmadon. and mkliine cerebellat ab’cphy. Ventral midline dysplasia characterized by 
optic atrophy, atat eye abncrmalktes have been observed. Mental mtardatbn, blindness, and other central neWc+fs 
system abnormeKtka have been reported ln esscctatlcn wlth second and thkd trimester exposure. Although fare, 
teratcgenic fepctts fctlaving m  utem exposure to warfarin include urtnafy tract anomalies such as sinsle kidney, 
asplenia, accncephaty, spina bifida. cranial nerve palsy, hydtccqhalus. canhwc defects and congenital heart dw- 
ease, pclydactyiy, defcrmhies of toes, dlaphfagmatic hamta, ocmeai ieukcma, cleft palate, cleft lip. schizencephaly. 
and mkrc&wty. 

Spontaneous abcrticn and stdlbirth are known to occur and a higher nsh of fetal mortaiitf is associated wdh the 
use of warfadn. Low bhth weight and gmwth retardation have atso been reported. 



Worn%” of childbearing potential who am candidates for a& .; therapy shwld be carefully %val”at%d aud 
the indlcatiw uiticaily reviewed with the patient If the patlenr “eccm%s preguaut while taking this dru& she 
should be apprised of the potential risks to the fetus, and the possibility of termination of the pr%gnaney should be 
discussed in l&f of those risks. 

l femdqk tendwcies or blood dyswasias. 

Recent or wnwnptatwi surgery of: (1) central nervous system; (2) eye; (3) traumatic surgery resuiting in large 
cpensurfacw. 

Ekediug t&ewi%s assodated with active ulceration or overt b&ding of: (1) gastmint%stinai, genitcudnary or 
respiratctytracts: (2) cer%bmva$cular hemorrhage; (3) au%wy;ms-c%r%kal, diaectmg aorta: (4) pericarditis and 
pedcardial %ffusim!s: (5) bacterial %udwardttis. 

Thnatened abcttkm, eclampsia and preeclampsia 

lna!leQwk labcmwy facilitl%s. 

Unsupervbed padwk wilh wnitii, alcoholism, or psychosis ci other la& of patient cccper%“. 

Spinal punctum and other diagncdk o( therapeutic pcx%d”r%s with pot%“tial for ““controUabla bleedii. 

Mkcdlanaws: major regicwl, lumh block auasthssia, maliguant hypettecshn and kwwn hypersensitivity to 
warkufn or to any ctfw components of this pmduct. 

Patients with cang%stive herut fat. ,tay exhibit greater than expected FVINR response to COUMADIN,  thereby 
requiring nw% frequsnt labcmtwy monitoring, end reduced doses of CDUMAOlN (warlatin Sodium). 

Ccwcmitant us% of autlccaguhnts with staptckhase or urdduase is not recommended and may be hazardous. 
(Please note remmmeadaticus accmnpauying these preparations.) 

PRECAUTIDNS 
P%rimlk d%temdnaUca of PT/lNR or other suit&k ccagutation test is essenrial. 

Num%fcus factma, %km% M  in CanhhaUm~, indudlng tmv%J, changes in di&, anvimnment, physical state and 
medicatfms, htdud!w botanIca may hdluenm rwpcnw of the patient to anticcagtdm. n is gansratty pscd 
Ptdb3 to mcuitw the imtkttfs mspc* with additiwd FWiNR determinatlcns in the p&cd imlnedkately 
afts l lkdwge fm” tfm hwpitd, aim wllwawl cfhm nwdlcauom, induang b&nimls, ale initiated, disccn- 
tinueda~Wkregularfy.~Thsfolkwhyltactonarelktedforfefereme:however,~kcMnmayatsoaffect 
tbeantlma#ulmtfespcnw. 

DNS my bttmd with COUMAD~N through pbar%~accdyuamic or pham~a&lwtic mechanisms. Phanuaw- 
dya%“IkIw@?km%fordrug~ractfons~Ifh CWMALNNar%srwrgisn~(hnf&%d h%umsG&,&uceddct- 
ting factOr sYMlWk). CWIPEUUW mkscnism Wmht 0, and altared physiclcgic cmdml loop for vitamin K 
mekbaUsm (hediby rwkkuw). PhamMcakinetl  0 medmdsms for dnlg intefacttcm wilh CoumdDs are 
mabdy muym% b&cUcu, qe hhlbiticu, and r%duced plwna protein binding. it is impcrta%t to not% that 
some drugs may i&mot by uwe than one mechanism. 

The fcllcwing factors, alcfm w I” ecmbiuatica. may be r%spcuaible for INCREASED PTilNR mspcnz 

ENBDGENOUS FACTORS: 

bkOddysCWSlW- dmnhea 
we CONTRNNDlCAl lONS elevated temperaturn 

Cancer hapatic dlscfders 
rnllagen wscular disease lnfwtlws hepatitis 
ccn~ihwItfalkm ja”lldlQ 

hyp%rlhymid&m 
poor u”trttkmal stat% 
steatorrhea 
vitamin K deftci%ucy 

MDGENDUS FACTDRSZ 

Pctential dnlg mkrmmm% with CDUMADW am list%d below by drug class aud by speciffc drugs. 

akd with atiwapliti Rmpy must be weighed against the’rlslc oi lhmkbcsis a  emtmlizatbn in lnfreated cases. 
tt cannot be %mpfwjz%d too stmngly that treatment of each pat!%“t Is a h!#dy h&dduaUzed matter. CWMdDlN 
@farIn Scdlum), a mmw thefapwik range (kdnx) drug, may be aff%ct%d by factors such as other drugs and 
dietary Vllamb, K Dosage shwld be ctmtmlled by p%ricdlc determlnatkxw of PTANR a other suitable ooagulatlcu 
t%sts. Det%rmiuaU%ns of whole bled clcttiag and bleeding times are uct %ffe&% measures for control of therapy. 
N%parh prolongs the cwstaga PT. when heparh and COUMAOIN am adminlstered cccccmUaut~, refer below to 
CDNVERSION FROM NEPARIN THERAPY fw nccmmendations. 

CauUcu should be observed when CGIJMADIN Is admhist%r%d in any sHuatica w in the presence of any predk- 
p&q cmJltlm whew added risk of hemtiage, necrosis, and/or gang%ue is present. 

I 

AnUccagulatic” therapy with COUMADIN may enhance the release of athemmatcus p!aqua %mbcli, th%r%by haxeas- 
iug tha r&k of mmplicatiws from syatemlc cholesterol micm.mnbc!&tkm, including th% *pu@e tc%s syndfcme.” 
Divmtm cl COUWADIN therapy h recOmmended wh%u such phenomena am obsetwd 

Systemk atherc%mbcli and chcleskml micmembcli  CM present with a variety of signs and SymptCIIE inChId&I 
purple tc%s synaom%, lhwic retic”lark, rash, gangrene. abrupt and int%nse paln In th% leg, foot, or toes, foot ulcers. 
myalgia, penilegaugmw, abdominal pain.fkuk or back pain, hrmaturia, renal hsufliciew, hylwtensicn, cerebral 

mmpmmisi, due  to wlbclk ccciiudm. The in&t commonly inwlGd 
the pacW%as, spleen, and Ihrsr. Some cases have pmgreued to necrosis or death. 

Purple toes syndrome Is a mmpllcatici~ of aal anticoagulation chanctedzed by a dark, purpltsh M  mottled color 
of th% tow usually cwurrhg b%twe%n 3-10 weeks, a later, after the initlatiffl of therapy with warfarh w related 
com~wnds. Major featums of this syndrome Include purple color of plantar wfac%s and sides of the tc%s that 
btanches on moderate pm.s%m and fades with elevatlcu ct the legs; pain and teudefuess ct the toes, waxing and 
w&g of tfw CCIOT cw Um%. While the purple toes syndrome Is reported to be r%wsibl%, some cases prcgrctss 
to gaugr%a% of necmsis which may require debridement of the affectad area, M  may lead to amputatlcfi. 

H%paffwinducea thmmbccy?cpaeda: COtJh4ADlN should be used with caution in patients with heparh-induced 
thmmbccyt!w%nb and deep venous tbmmbcsis. Cases of venous limb &hernia, necrosis, and gangrene have 
cccwed k\ patients with hepafin-iadwdthmmbccytope”ia and deep v%aws thrum!+ when hepdn twatment 
was diicmtkwd acd waffartn th%rapy was started or continued. In some patients sequelae have included ampu- 
t&Ian of the In~~lwd area and/or death (Warkenth et al, 1997). 

A  severe elevation (>50 seconds) in actlvated pardnl thmmbcplastin Urn% (aPlTJ witk a PT/lNR in the desired mug% 
has been kJ%utRkd as an indication ct hcreased risk of postoperative hemwhage. 

The decision to administer anticoagulants in the following ccuditions must he baaed upon cliulcal judgment In 
whkh the risks of antimagulant therapy are weighed against th+ benefits: 

lactatkw Based ~1 very limited published data, warfadc has not been deteckd la the bx%ast milk of mothers tmat- 
%d with warladu.Th+ same limked puMkhed data mpwts that some breast-fed lafanta, whas% mothers we treat- 
ed with wafarh, had wclmged pmthmmbln times, althcugh not as wclcaged as those of ths u&em. The declslcc 
to breast-feed shwld be wkttaken only aft%r careful ccusiderat&~ of the available alternatives. Women who am 
breast-feeding and autlmagulat%d with warfarh should be very carefully mcnitcmd so that wwmmend%d PTANR 
MlUeS at’%  not exwded. lt Is prudent to p%rfcrm coagulation tests and to evaluate vitamin K status in infants at risk 
for bkedlug tendencies before advishg women taking watfah to &east-feed. Effects in premature infants have not 
been evaluated. 

Severe to mcdwate hepatk or reaal Insufficiency. 

lnf%cticas dis%as%s or disturbances of i”t%stinal flora: spme, antibiotic therapy. 

Trauma which may result in internal bleeding. 

Surgery or trauma resulting in large exposed rati surfaces. 

l”dw%lling cath%t%rs. 

Severe to amderate hypmtensicn. 

Kmwu er suspected defkkwy in pmteh C mediated anttccagu4a”t m?.~s%: Hefedttaty of awired deficisncies 
of protein C  w its wfactw prct%in S, have been assodated with tissue n%cmsls fdlcwing warfarin admlnisbaticn 
Not all catii with th%s% madii~ls develop necrosis, and tissue wcmsis occurs h patients without these defi- 
ci%ncles. k&&d r%s&iwe to a&at%d tiein C  has been described In many pat&& whh v%ncw lhmmboem- 
bolls diiordars but has uct yet been evaluated as a risk factor for tissue ~ecwsIs. The risk associated wtth these 
ccndhiccs. both for recutrent thmmbcsls and fcf adverse reactlcas, is diffkuil to evaluate &no% it does not appear 
to be the same for %vqm%. D%ciskms about testiig and therapy must be mad% on an hdividual bask. It has been 
reported that ccwcmitant autlccagutation therapy with heparln fa 5 to 7 days dtr(ng luitiattca of therapy with 
COUMADtN may mhlmizs the incidence of tissue necmsis. Warlarln th%mpy should be discontinued when wfadn 
Is suspected to be the ouw of developing n%crcsis and heparin therapy may be ccnsidend for anticoag”latlon. 

Misc%llanecus: pclycyihamia wa, vasculilis, and s%v%r% diab%t%s. 

In patients wig, acquired or inherited warfarin r%sistanc%, decreased therapeutic responses to COUMAOIN have 
bee” repotted. Exaggsated Merapeutfc rsspcnses have been reported I” other patieuk. 

CtaesescfD~tgs 

5-l ipoxygmase bmitcr 
Adrenergk Stimukats, central 
Alcchcl Abuse Redwtica 

preparatlms 
AmlQesks 
-,kmalaticn 

&Xkst 
Anmlctics’ 

A&lcgtyccski%s (Oral) 
cedm~lns, Parwklal 
MacmHdw 
Mis#llan%c”s 
P%nlclllhls, intJavenw$ 

high dose 
D”incknes (fl”cmq”inclmes) 
SuHmmklw, long aclkg 
T%DaeyClbt%S 

hdkcaguhmts 
Antkcnwlwnk’ 
Antidapressank’ 
Antimaladal Agents 
bntlnaoplastics’ 

SpedRc Dws Reportea 
acekmhwhen 
alcchor 
allopurinci 
amincsalicylic acid 
amkmamne HCI 
asoirin 
a&astathV 
azm”Ycm 

ceiamwdcle 
c&mlb 
cefcwarcne 
mtiekn 
cafcxttin 
mfbiaxcne 
celecoxib 
ceriwdatln 
ch%nodlCl 
chlcramphenlccl 
chlcwal hydrate’ 

ciml&y8styramine~ 
cimetidine 

cl&ihicmycia 
clcfiirat% 
COUMADIN werdcse 
cqclophosphamide’ 
dauazcl 
d%xka” 

diclcfenac 
dicumaml 
difluukal 
disulfiram 
dcxycycliue 
erythmmyciu 
othacrynk add 
fencfihmte 
leucpmfen 

AntlparadtldAntlmkmblsls 
Antiplatelet CwgsJEff%ck 
Antlthymkl Drugs’ 
Beta-Adrenergic Bioclters 
Chcielithclytic Agents 
Diabeteweuk, &al 
Dlrretics’ 
Fungal Medications. intmvaginal, 

Systemic’ 
Gwtrk Addity aad Peptk 

UlcsrAg%?lts’ 
DasbC4”testinal 

Pmkhetic Agents 
Ukerative Ccliis Agents 

Scut Treatment Agents 
H%mcufwclq~ic Agents 
Hegatctcxic Drugs 
Hypefglycemlc Agents 
gz;,h- E”mwwAw~s 

tiypclipldamlcs~ 
Rile Acid-Binding Resins’ 
Flbric Acid Derivativas 

1 
HMGCcA R%dwtase 

Inhibitors’ 
Leukcbiene Receptor Antagc”ist 
Monoamine Oxldas% lnhlbltcrs 
Namctk$ pmkmg%d 
Ncwtwc!dal Anti-lnflammatcty 

Asenk 
Psychoslimulants 
pyamlOil%S 
Salkylates 
Sel%cUve Semtcnin 

R~@ak% lnhibilors 
Stemids. Adreucwrtlcal’ 
Stemids, Anabclic (17-Alkyl 

Testosterone D%daatives) 
Thm”hclyucs 
Thyroid Drugs 
T”berc”lcsls Ag%nk’ 
ufkcsufk Agents 
vacclnw 
Vlkmins 

Uuconazcie 
fl”wcuracil 
n”cxetine 
flutamld% 
flwastatin 
fklvcxamin% 
gemflbrczil 
glucagcn 
hakthane 
hepadn 
lbupmfen 
lfcsfamide 
lhUkl”ethaCh 
lnfl”%ma virus vacdn% 
nracorwJJl% 
ketqxcfen 
kekdac 
levamiscle 
l%!mflcxacin 
l%v0thymxine 
l lc~ywnhe 
IcVaStatic 
mefsnamk acid 
methimamlet 
methyktcpa 
methylphenldate 
m%thylsalicylat% ointment 

(topical) 
metmnidazcle 
mlconazole 

(lntmvaghal, sytiemic) 
m~iclziue hydrcch!&&’ 
nalldixlc acid 
napmvsn 
neomycin 
ncrfkxacin 
cfloxacm 
clsalazln% 

cxyi”etholc”%  
pamxethe 
d elements which may m&ii hen also: other medicatcc5 affecting bloc 

dietay defkieucks 
prolonged hot weather 
unreliable PT/lNR d%termi”atmns 

’ increased aad decreased PT/INR r%spMIses have been reported 

penicillin G, inbavencus 
pe”tcxifyllhe 
Pm&am 

piperacillin 
PkCXk~ 
pravastath? 
predniscae* 
pmpafeucne 
Pmoxrphe~ 
pmpm”clol 
pmpylthiouraciP 
quinidine 
quinine 
ranhidlne’ 
mf%ccxlb 
wtrallne 
slmvastatin 
stanczclcl 
streptckiuase 
suifamethlmle 
s”lfa”%thCXa2Cl% 
sum”pymzcn% 
s”lfiscxamle 
sulhdac 
ta”cxile” 
ktfacycllne 
thymid 
ticamillin 
ticlopMine 
tissue plasmincgen 
activator (t-PA) 
tclbutamlde 
bamadol 
tdmeUwprlm/sutfamethcxazcle 
urckinase 
valpfcate 
vitamin E 
zafirlukast 
zileutw 

.I 



Spedik Otugs Reported 

I ekohor 
andnoglutathimids 
a&lid 
at- 
azathloprlne 
bubrberbital 

I 
butalMtal Carbam~SPlW 
chkral hydrate’ 
chkrdlazepoxide 
chkrthatidone 

I 

dmksiyfannne’ 
dozaplne 
Coril~k 

IcoIllwe 

The following fectors, alone or in contbtnatto”, may be respons. 

ENDDGENOUS FACTORS: 

I DECREASED PT/INR response: 

edema hypothyroidism 
hereditary coumarin resistance naphmtk syndrome 
hyperlipemia 1 

EXOGENOUS FACTORS: 
Poleutiet drug tnteractions with COUMADIN (Warfartn Sodium) are Usted below by drug dass and by spectfk 
drugs. 

Adrwl Cortkel StemM Inhibitors 
Antackle 
Antimlely Agents 
;gy 

Amkonwkants’ 
Anttdepmseants’ 
Antlhistandnes 
A”tlnaoplastks’ 
AnUpsvchotk Medications 

Antithyroid Dnrgs’ HfItG-w Reductase hlhibuors’ 
Barbiturates lmmunosuppresskes 
Dhlrellcs’ oral conlraoeptives, 
Entenet Nutritional Supplements Estrogen Contahting 
Fungal Medkatkns, Systemkr 
Gastrk Acidity and 

Seig$a;zogen Racaptor 

Peptic Ulcer Agents’ Steroids, Adrenocortkal’ 
Hypnotics’ Tubenutosls Agents 
Hypolipidemks’ j vltamhs’ 

Bile Acid-Ghtdkg Rosins’ 

COUMADIN underdosage 
cfckphosphamidet 
didoxadllh 
-rrynd 
gkuethh”lue 
grlseofulvk 
halopertdol 
maprobamate 
6msroaptopurtne 
melhlmazds’ 
morkialne hydmchiorMe+ 
nafdllk 
paraldehyda 
pffltobarbltd 
phe”obarbhal 

phenytoinr 
praYastail”’ 
prednlsone’ 
primidone 
pmpyithlouradl’ 
raloaifene 
ranitldlne’ 
rifampln 
secobarbhal 
spl”molacto”e 
sumlfale 
trmdone 
Elka; ; (high dose) 

also: diet hlgh in vltandn K 
unreliable PTANR detenninatlons 

‘Increased and decreased PT/lNR responses have been reported. 

Bocause a patient may bo exposed to a combination of the above factors, the net effect of COUMADIN M  PT/tNA 
rasponse may be unpmdkmbla More fmguent PTANR monitorfng is themfore advisable. Madkations of unbnowrr 
inMractk” with coumarlns are best mgerded with caution. When these madicatkns am stertad or skppad, more 
frequenl PTANR mo”Hori”g is advttabla 

lt has been reported that concomitant adminktration of warfarin and tkkpidhe may be associated with choiesta- 
tic hop&Us. 

Bobmkei (TkrbeQ Medldnos: Caution should be exercised when botankal madkines (bota”kals) are tahen mn- 
comltantly with COUMADIN.  Few adequate, we#-controllad studies e&t avaiuatlng the potenthal for matabotk 
and/or pharmacolo@c interactions behwen botankals and COUMADIN.  Due to a lack of nrenufacturt”g stand&l- 
zatkn with bdankal medicinal praperatkns, Me amount of active ingedients may vary This could furUtar cow 
found Me ebllity to assess potential l”teractlo”s and affects on antkoagulation. U  is good practke to “m ”Nor the 
patient’s response with additional PTANR determlnatlons when hltlstlnq or discontinuing botanicala 

Specgc botmdcals reported to affect COUMADIN therapy kchrde the fdkwing 
l Gmmelaks, danshen, dong quaI (A?ge/ica sinmsf~, garlic. Ginkgo biloba and ginseng are esscdatad most often 

with en INCREASE In the effacts of COUMADIN.  
l Coeluyme Q,, (ubidecarenone) and St. John’s worl am associated most often with a DECREASE In the effects of 

COUMADIN.  

Some botanicills may cause bleeding events when MKen alone (e.g., garlic and Ginkgo bikba) and may have anti- 
coagulant, snilplatdet, and/or fibrkolytlc pruf~ertles. These affects would ba aapacted to be additive to the antko- 
agulent effects of COUMAOIN.  Conversely, other botanksts may have wag&at popeties when taken alone cr 
may decrease the affects of COUMADIN.  

Some botankak that may affect coagulation are Isted bslow for reference; however, this list should not be con- 
sidered all-incluska Many botenkais have several commou names and sclentlfk names. Tha most widely recog- 
nized common botanical “antes are listed. 

1 BotanDcals that contain coumarfns with potential antkoagtdant effe&: I 

Alfalfa 
Angehca @long Quai) 
Aniseed 
Arnka 
Ase Foetida 
Bogbean’ 
Boldo 

Celery 
Chamomile 
(German and Roman) 
Dandelion’ 
Fenugreeh 
Horse mstnut 
Horsaradlsh 
Ucorlc%’ 
Meadowsweet’ 
Nettle 

Parsley 
Passton Flower 
Prickly Ash (Northern) 
auassia 
Red Clover 
Sweet Clover 
sweetwoodNff 
Tonlta Beans 
Wdd Can’ot 
Wild Lettuce 

Miellauws bomntfcals with anticoagulant protu”fies 

Bladder Wrack ~?=ws) Pau d’arco 
I 

Botankals that contain salicvlate end/or have antiplatelet pmperttea: 
I 

Agrimony Dandelion’ 
AJo8 Gel Feverfew 
Aspen Garlk’ 

Black Cohosh German Serseparilla 
Black Haw Ginger 
Bogbean’ Ginkgo Mkba 
Cassla’ Ginseng (Pana* 
Clove LkOWt? 

0"lOlf 
Pollcosa”ol 
Poplar 
*nega 
Tamarind 
WillOW 
Winteraree” 

Bolenticels with gbrtnolytk properwos: 
I 

Bromelains Garlic5 
Capsicum’ Ginseng (far@)’ 

BolenncaLs will coagulant pmparuesz 

Agrimony’ Mistletoe 
Goldenseal 

lnoshol Nkotmate 
0”lOti 

YEITOW 

a Contains coumerlns and has gbrhmlytk pmpertias. 
’ Conteins wumarins and has anttpktetet properSea 
’ Contains sallcylate and has coaguknt profwtiis. 
‘Has antiplatelet and tkrlnotydc properttes. 

m& OII omer Drugs: Coumarins may atso affect the action of other drugs. Hypoglycemic age”@  (chkipmpamide 
and idm&) and entkonwlsents (phenykin and phenobarbital) may accumulate in the body as a resuN of 
Interference wfth either their mateholism or Bxaetbxr. 

adminktorad In any sKuatioh or physkal condMcn whom added rkk of hemorrhage is present 

lnbanwxhr (LM.) injactkns of concomitant amdkadcns shmdd be confined to the upper extremities which por- 
nits easy access for manual COmpcession, lnspeetians for bkeding and’w of pranure bandages. 

Caution should be observed when COUMADlN (or warfarin) ls admin&sred concomltently with nonstaroidal anti- 
Inttammato+v drugs (NSAlDs), kctudkg asptrt”, to be certain that no change in antkoagulatkn dosage k requlmd. 
In additfoe to spacifk drug hrtaractk”s that might afkct PTANR, NSAIDs, imludlng aspirin, cw bthlbit pktalot 
aggregation, and Can Cause gastroinb3sUnal bkedkg peptic ukeratio” and/or perforation. 

Acquired or inharitexl warfadn r&stance should be suspected U large daily doses ot CDUMADfN em reqtdred to 
maktaht a patient’s PT/lNfl wfthh a normal Uwepetdk ren~a 

Mfonnatto” for patients The ohjectiva of anticoagutant therapy Is to decrease the clotting ebiUtv of the blood so 
Mat tfvombosls la prwantad, while avoiding spontanwtrs bleeding. Effective therapeutk levels with minimal 
complications are In part dependent upon &paratlva and welCksbucMd pattents who communkate effectlve- 
ly with their physiden. Patients should be advised: Strkt adherence to prescribad dosage schedule is naceseary 
Do not teke of dlscontkue any other medlcatkn, McMdlng salkylates (e.5, aspirin and topical analgesks), other 
over-the-counter medkations, and botankat (herbal) products (e.g., bromelalns, coenzyme Q,,, danshen. dong 
rami, garlk, Ginkgo blloba, ginseng, and St. John’s wart) except on advke of the phvskian, Avoid alcohol CM- 
sumption. Do not take CDUMADIN dudng pregnwy and do not become pregnant while tetdng R (see CON- 
TRAlNOlCAltDNS). Avdd any aottvtty or sport that may restdf In traumatic Injury. Prothrombin time tests and 
regular visits to pbysklao or clink are nwdad to montkr therapy. Carry Mentfflcatii stadng that CDUMADIN is 
being take”. if Me prescrthed dose of WUMADIN is fmgotten, notify the physician immedktaty. T&e lhe dose as 
soon es possible on the samrday but do not taKe a doubte doss of CDUMADIN the nixt day to mahe up for missed 
doses. The anmunt of vttamln K ln food “my affect therapy with COUMADlN.  Eat a normal, balanced diet maln- 
tatnlng a consistent amount of vitamin K. Avold drastto changes in dietary habits, such as eating large amOunts 
of grea” leafyvagetabks. Contact phvsktanto report any ‘dbma. such as dlanhea, bdectlon or faver. Nottty physi- 
cian hnmedtately if any unusual bleeding or symptoms occur. Signs and symptoms of Meedlng Include: pat”, 
swelling or dlscontfort, pmlonged Meading from cuts, btcreased menstrual flow or vaginal bleedln5 nosebleeds, 
Maeding of gums fmm bfushkg, unusual Meedhrg or bndsin5 red or dark brow” urine, red or tar black stools, 
headache, diilnese or weaktess. U  therapy with COUMADIN ls diacontlnued. patlents shculd be cautkned that 
the anticoagulant effects of CQUMADIN may persist for about 2 to 5 days Patknte shoutd be informed that atI 
warferM sodium, USP, pmduots represnt the eanm medkatk”, and should not be take” concondtenUy. as 
owdosege may “?mlll. 

Camhwgeneets, MuMgenests, bupainnont of Fmtftit$ Cardnogenkhy and mutagenicity studies have not been 
performed whh COUMAOIN.  The repmductke effects of CDUMADIN have not been evahratad. 

Use In Pmgnency: Pregnancy CategorvX - See Cr%TRAtNOICATtDNS. 

Fwlhtrk Use Salely and effectlwess in padlabk patients below the age ot 18 have not been established, in ran- 
dom&d, controlkd clinkal trials. Howaver,tho use of CDUMADIN in pedlabk patients is well-documented for the 
prevention and treatment of throetboembolk events. Dtffkulty achievfng end maintaining therepeutlc PTANR 
ranges In the podiatric patient has been ropwtad. More frequent FVINR determinations are recommended because 
of poatble changing wrfmfn requirenmnts. 

Gedekk Use: Pattents 60 years or older appear to exhibit greater than expected FDINR response to the anticoag- 
tdant effects of wrfarht (see CLINtCAL PRARMAWL%V).  COUMADtN Is conbalndicated In any unsupe~kad 
patient with senility, Cautloo should be obsorvad wNb adminktratkn of warfarin sodium to elderty patients In any 
shuatlon CR physical condition whom added risk of hemmrhage is present. Lower ingiatkn and maintenance doses 
of CDUMADIN are recommended for elderly patients [see DOSAGE AND ADMINtSTRATtON). 

Potantlai adverse reactmns to COUMAOIN may include: 
. Fatal or no&tat hemorrhage fmm any tissue or omen. Thts is a conseuuence of me antkoasulant eftect The 

dons. svmutoms. and sev&tv will varv accordino to the location and deoree or extent-of the bleedina 
Him&rhi~Jic ConiPikatkns miy present~as paralys6; paresthesia; &dacha, &st, ebdomen, joint. aruscle or 
orher Pain; diiine~: shortness of breath, difikuU breathing or swatlowing: unexplained swelling; weaktess: 
hypotonsk”: or UnaMlained sho& Themfore. tha oosslbilitv of hemonhaoa should ba considered in evahrabns 
the condfht~ of any &ticoagulated patlent with coritplahtts ivhlch do no1 hidkate a” cb~ious diagnosis. Bleeding 
during antlagulant therapy does nol always correlats with PTANR. (See OvERDOSAGE: Treatnrent) 

l Bleeding whkh occurs when the PTANR ts wlthht the therapeutk range werrants diagnostic investigation since 
i! may unmask a prevkusiy unsuspectad l&m, ag., tumor, ukec etc. 

l Nwmsls of skin end other tissues. (See WARNIGS.)  
l Adverse reactions reported InfrequonUy include: b&ersensltivlty/allergic reactions, systemic cholesterol 

mkroembolkation, purple toes syndrome, hewtltl$ cbolestatk hepatk kjury, jaundce, elevated liver enzymes, 
vasculMs. edema, fever, rash, dermatltts, Indudlng bulkus eruptions, urtkarfa. abdominal pain including cramp- 
ing, flahdence!bloating, fatigue, lethargy, malaise, esthania, nausea, vondting. dianhea, pain, headacha diazi- 
“ess, taste perwrslon, pfurhus, akpecla, cold ktolerance, and paresthda including feeling cold and chills. 

Ran? events of bacbaal or tracheobronchlal cakifkatkn have been reported In association wrdt long-term warferi” 
therapy. The clinical srgntfkance of this event ls unlmovm. 
Prkpism has been assoclatad with entkoagulant admhdstration. however, a causal relationship has not been 
eskblffed 

DvERDDSAGE 
signs and Svnrptonts: Suspected or overt abnormal bleeding (e.g., appearance of blood in stcols or urine, hema- 
turk, eXCessfve menstnml bleeding, melena, petechlae, excesslw brulskg or per&tent oozing from superfkial 
kh#ieS) are Mark manifestations of antkoagulatko beyond a safe and satisfactory level 

Treabnenb Excessive antkoaoulation. whh cr wNhout bleedma mav be controlled bv discontinuing COUMdDlN 
therapy end if necassary by admlnlstr&cn of oral or parenteral&tamin K, (Please see recommemla~t”S accom- 
panying Vitand” Kr preperatlo”s prior IO use.) 



Such use of vitanrin K, reduces response to subseQuent CWMAD.  iap)l Patients “lay return to a pretrea!r”e”l 
throntbottc status following Me rapid reversal of a prolonged PTANR. Aesumptkn of COUMAOIN (warfark Sodium) 
adminktratk” reverses the effect of vttamln K, and a therapeutic PTitNR can again be obtahsd by careM dosage 
adjustnwnt lf rapid anticoagulation is Indicated, hepah may be preferable for InHM therapy. 

If nd4W btesding prcgresses to major bleadmg, gave 6 to 25 mg (rarely up to 50 mg) parentsrat vitamin K,. In amer- 
pncy sauafiars of were hemrvrhage, ckttkg faders can be rehn-ned to ncfmal by administering 2tM to 5fXJ n& 
of fresh WAole blcmd OT fresh frozen plasma, or by giving ~mmerctai Factor IX complex. 

The INR CM be calcuktad as: INR r \ ..erved PT ratio)s where the ISI (Intematicw SensdMty l”dsx) k me cor- 
WCth factor in ffi8 BtimtiWmat rSkb% the i’T mtiD Of the local reagent to the reference Drepe$atiM, and is a meas- 
ure of the sensitMty et a given thmn~b@asHm to reduction of vitamin K-dependent coagulation factors; the k~er 
the ISI, the n?ae “sensftive” the reagent and the cbSer the derived INR will be to the observed PT ratio.’ 

The proceedings end r&on9”endatiOrN of the 1992 National Conference on Antithmmbotic Therapy” revle~ and 
eVahIde issues r&tad to nrat antkoagtdant therapy and the sensttiitty of thrw&plasfin reagents and provide 
addttknat guidelines fix d&ring the appropriate therapeutic regime”. 

me converswn of the INR to F‘T ratios for tbe less-intense (INR 2.0-3 0) and nwe intense (INR 2 53.5) therapeu- 
tic range recommendad by the ACCP forthro”rboPkstlns over a range of ISI values k show” in Table 3.’ A rkk ot hepabtk and other viral diseases is associated v&h the use of these blood pmdtxts: Factor IX complex 

is &so awcfated wtth a” increased risk of thrombosk. Therefore these preparations should be used on@ rn 
excspeknal a lIfethreatenIng bleeding episodes secondary to CGUMAOtN (Vfarfarfn Sodium) overdosaga 

Pe?ifkd Fada c(: prepamtlons should not be used because they cannot inaease the levels of pmtbrombin, Facbsr 
VII and Factor X whkh are also depressed along with the levels of Factor lX as a result of COUMAMN treatment 
Padted ted Mood &Is may also be give” if signtfkant blood loss has wcrnred. infusions of hkod or pksma sho”kJ 
be lnajtaad amfdiy b avoid precipttattng ptdmonary edema in elderly pattents or patiank with heart dkeasa 

DOSAGE AN0 AOMNlSTRATlON 
The dosage and admlnistrati~l of CDUMADIN must be kdMdualized for each patlent according to the partkulat 
patient’s PTANR mspcnse to the drup The dosage shwld be adjusted based upon the patient’s F’TANA. (See LA6- 
ORATORY CBNTROL~~~W fa full dkcussio” n” INK) 

Venmk Thranboernbolknt (i”dudinJ pulmarary a”tbolkm): Avatkble clinical evidence kdkates that an INR of 
2.0-3.0 k stdffcknt far prcphylaxk and beatnwnt of veacnrs thmmboembolkm and mhimhes the rkk of henmr- 
rhage awdatad wKh htgher INRs. In patients with risk factors fer raatrre”t venotrs thmmboenbolism k&dRg 
vents Insaffidency, kbedted throntbophilla. Mkpathic venctrs 6rrombwabolism. and a history of thmmbetk 
events, cmsidarauon &add be given to knger term thatspy (Schulnran et al, 1995 and Schulman et at, 1997). 

Ablal FibMdbm Fbe recent clinical trials evakdtedthe effects of wfah in patients with non-vahadar atrtal fkriC 
l&m Wt. MetaM flndlnas of thew studks rev&d that tha effeck of warfad” I” rsdttckg 6rmmboembolie 
eventikiftdbg dr& were d&v at eKbsr nwkmtety hfgh INR (2.6-4.5) cr tow INR (1.620). There wes a signif- 
icant redudbn h mlnw Me& al the low INR. SimRar data frcm clln~kat sttkks in vatwkr atrkl flbdll~ pa9e”ts 
we not tikzWl9. The kkb in nrawalvtdar atrkl6kDatkn suppcft the Arnedcan Cctlega of Chest Physkkns’ (ACCP) 
recommwd?Jkm lhai an INR of 2.0-3.0 he used for kng term viarkrk tharapf in appmplate RF patknts. 

Post-MyecaMM kfamfk”: k post-ntywardkt Marctkn patfents, COUMADIN therapy shot&t be inttkted early C?- 
4 weeks post-) atal dosage should be adjusted to nsahdak a” INR of 2.5-3.5 long-term. The rwxmmen- 
datbnisbassdonthenrsultsof~WAAIS~lnvvhichtreatmentwasInlt latad2to4wee~~~~~. 
In patknk thought to be at a” tncreased rkh of bteedkg compltcaHons or on ssphin therapy, maintenance of 
COUMADH lhmpy al lhe lower end of this INR range k recommended. 

Mach&cat imd %pmsthetfc Heart Vafvee: In patknk with mechankal heart vatve(s), lcn9 term prophylaxis with 
warkdn to an INR of 2.5-3.5 k racommetxkd. tn patknts wtth bkprosthe6c heart value(s), based on llmtted data 
the Am&an Cdbw of Chest Pbyskkns recommends warhut” therapy to a” INR of 2.0-3.0 for 12 w&s after 
vatve kswtle”. fn patknk wfth addttknat risk factors wh as atrtai fibrlllatkn or prior thrombwambolism, consid- 
eratkn shordd ba gkee for longer term therapy. 

Rawrant Systemk Enrbolism: In cases where the tkh of tbmmbcenrbolkm k great, such as in patients with 
rennant systamk emtmtkm, a Mgher INR may be w&red. 

An INR ot gmabr titan 4.0 appears to provide no addnionaf therapeu6c bnnefft in mast patknk and is assocf- 
ated with i) flisher tbk of bleeding. 

lnii Desa@z Tba doskg of CGUf&ILVN mtkt be tndivt$alked accordtng to patient’s senstthdty to the drug as 
indicated by the PTANR Use of a large loading dose may kcrease the tnchknce of hemorrhagic and othar win- 
plkatkne. does not offer more rapid protection agakst thronrbt format&n, and k not recommended. Lower kltk- 
tkm end makknance doses are recommended fcr elderly antt!or dehtlttated patients and patknts with p&&M 
to exttbil gmtw than eqmbd PT/lNR response to WUMAOIN (see PR6CAUTfGNS).  Based on lhitd data, Askn 
patbnk may also rsplm lower Matbn and malntatance doses of CWMADR (see CUNICAL FNARMACGLDGY).  
lt is recomnwkd 6mtCDUMADIN therapy be lnttkted wfth a dose of 2 to 5 mg per day with dosage adjtkbnenk 
bastxi on the results of PTANR determinations. 

Mafntanance: f&d patknk are satkfactodiy maintakad at a dose of 2 to 10 mg daily. Flextbility of dosage k prw 
vided M  breakng scwed tablets b half. The tndivtdual dose and interval shwtd be gauged by the patient’s pro- 
t l lmnbhrespwe. 

1 tag Dnk 
2 mg lawndsr 
2-l/2 mg 9”?e” 
3mgkn 
4m!JMW 
5WPd 
6mgW 
7-ti2mgyelbw 
10 mg whtk 
me Free1 

1BOD’S 
NM: 0056-616999 
NOC 6356-017090 
NGCW6-017Wl 
NOC Gl55.Ot6999 
NM: CG5&016P&l 
NOC w5M)172-90 
NOC 6956913996 

. 

160’s 
N W  605s-M5%70 
N W  cu5soi70-m 
HOC fx3woi76.m 
NEco5&ol5570 
Not 9956.015&70 
NOC co5w72;10 
NLX cwoi89.m 
Not rw-oi73-m 
wt M)5Mn74-m 

No@lal Unlt-Oose 
Blister Package of 100 

N W  w66016675 
NDC 9C56.017975 
NDCCCS-0175.75 
NOGO@%!-NW75 
NOCME&O16&75 
NOCCiX6-0172-75 
NDCCW-0189-75 
NOCLW6-0173'15 
NOCCIE-0174-75 

hlksed ~nsn: me antkoagulant effect of CWMAtXN persists beyond 24 hours. N  the patient forgets to take the 
predbed time of CGUWDIN at the scheduled time. the dose should be taken as swn as possible en the same 
day, The pattent she&t not take the mlaed dose by doubling the daily dose to make up for missed doses. but 
should refer bade k his or her physkk”. 

Duratbm of Therapy. The duratttn of therapy In each patient should be kdivtduatized. In geneal, anttmagtdant 
therapy shwfd be continued until the danger of thmmbosk and embolism has passed. 

Pmtect front light. Store at controlled mont temperature (SS~-S~F, 15’-3O’C). Dispense In a tight, light-resistant 
cmtalner as deftned in tha USR 
Hasphal Unit-Dose Blkkr Pa&ages are to ba stored in carton until contents have been used. 

fnjection: Available br kbavenous use only. Not recommended br intramrkcular adminisbaticn. Reconsttb~te with 
2.7 ml of sterile Water fix lnjactkn to yield 2 m&L Net cantents 5.4 mg IyophNzed powder. Maximum yield 2.5 mL 

hthawak Ttoute of Adntinkkatka COUMADIN for lnjectlcn provides a” attemate administration mute for 
patients who camrot receive otal drugs. The IV dosages wculd be the sanx as those that would be used aally if 
the patfent c&d tafre the drug by the oral route. COUMADIN for Injection should be administered as a stow b&s 
injectbn over 1 to 2 mhutes tnto a peripheral vel”. R  is not wontmended for Iktramuscular adminlstr&n. The 
vial should ba mcr&Med with 2.7 mL of sterile Water tar tnjectk” and inspected for parttcutate matter and dk- 
colorathm ImmedMety prior to use. Oo not use if either part&date matter and/or discoloratic” is noted. After 
racmktkdkn. COUMAOtN for Injection is chemically and physically stable for 4 hours at mont tentperalure. It dws 
not contain any antirnkmbial pnsenrative and, thus, care must be take” to assure the sterildy of the prepared solu- 
tion. The vial knot recommended for multiple use and unused solution should be discarded. 

LAEORATDFD CGNTRDL Tha F’T reflects the depression of vitamin K dependent Factors VII, X  and IL There are sev- 
eral modHkatkns of tha one-stage PT and the physician should bnwme familiar with the s~eciftc method used In 
his kbomkry. The degres of anicoagulatkn i&t&d by any range of PTs may be aitered by the type of thmm- 
bopksttn used: tha appropriate therapeutic range must be based on the experience of each labwatory The PT 
shwld be detennkad daily after the adminktratlon of the kNkl doss unttl PT/tNR results stabllke in the them- 
peubc range. Marvak between subsequant PTANR determlnatkns should be basedupon the physician’s judgment 
of the patknt’s reliiilfty and respcmse to CGUMADIN In c&r to malntak the individual within the thempautk 
range. Awptable ktewak for F’TANR determinations are normally withln the range of one to four we&s after a 
stake r&age has baen determined. To ensure adequate mntml, it k reconmwnded that add9knal PT tests are 
done when &sf wmfarln products are interchanged with wartark sodium tablets. USP, as weit as whenever other 
medications are Mtkted, discontinued, or tat&n irregularly (see PRECAUTIONS).  

Oiierentthnvnbcpkstln reagents vary substantkliy h their senshivtty to scdium warkh-Induced effects on PT. 
To defme the appmprtate therapeutic rsglmen it k lmpwtant to be familiar with the eensitklty of the thrombo- 
pksth reagent used In the labwatory and Its rehdicnship to the International Reference Preparatkn (IRP), a ssn- 
sitive 6rromboplastin reagent prepared horn human braln 

A system of skndardiaing the PT in oral anttwaguknt control was introduced by the World Heatth Organhation in 
1963. It k based ttpenthe determkatlo” of a” ktemational Nomrahzed Ratio (NR) which provides a conanon bask 
for conmamkatfm of PT rasults and lnterpratations of therapa!Rk ranges. The INR system of reporting k based on 
a bgarlthmk ralatknsblp between ths PT ratlas of the test and reference preparation. The lNR is the PT ratio that 
would be obtained If 6te lntematlonal Reference Preparation (IRP). which has a” ISI of 1.0, was used to perform 
the test. Eady ckdcat shnfies of oral antkoaguiants, which fcrmed the bask for recommended therapeutic ranges 
of 1.5tn 2.Sthnas central mea” normal PT. wed seneHlve human brain thmmboplastin. When using the less SBR- 
sibve r&bit brat” thmmbcpkstins commonly employed In PT assays today, adjjments must be made to the tar- 
geted PT range that ret&t this decrease at sanstttvity. 

TABLES 
Refatlonshii Between INR and PT Ratks 

For TImnbopbstins with 0Hfere”t m  vahm (senduvmes) 

TREATMENT OUAING WmslRl AN0 SURGERY The management cd pattents who tmtkrg” dental and sugical pro. 
cehwes reiwlm dose Nabott betwe” dkndhtg phWa”s, s~rg@ns and dfadbts PIMR determinatkn k ret- 
ommended jtrst prkr to any dartal M  swgkat pmcedura h patients undergoing mkintal invaska procsdttres who 
must be antkeagukkd prier to, dwkg, cr lmmedktaty folkwkg these pmcedws. adjusting the dosage of 
CGUMADIN tWarkrfn Sedhm~) to maktafn the PT/lNR at the Iew end of the thempet& range may safely albw for 
con6wed anUcoaguktbn. The cwatka site should be suffkkntty limited and acce&ble to parmit the affecttve use 
of local precedures for hem&ask. Under these condkons, dental and mhw surgical prwedttres may be perhunted 
wHhwl undue tbk of hemorrhage. SOme dental or sun&al prwxdws “ray necessttate the lnterwptkn of 
WUMAOIN thwaw When dkznntinukg COUMADIN eve” for a short pariod of tima, 6te beitefik and rkks should be 
stmrsgly considered. 

CONVERSION FROM HEPARIN THERAPY Sffs the anticoagulent effect of CGUMADlN k delayad, haparln is preferred 
lnttlally fur rapfd antkoagtdatkn. Canverslon tn CWMAOIN may Lwgln umcomttan6y wHb heparln therapy or may 
bedelayad3to6days.T”ensttmconWuws antfceagtrktlon, tt is advkable m  centhue full dose heparin therapy 
and Ihat COUhtADIN therapy be overkpped wfth bepark for 4 to 5 days, trntg CGUMAOlN has prcducad the desired 
6wapeuM response as determined by PTANR. When COUMAOIN has produced the desired PTANR ce pmthmmbln 
acllvlty, hepark may be dtwmtkuad. 

COUMADlN may Yncreasa ttW aPTT test, evan in the absence of hepark. During initial therapy with COUMAOY,  ihe 
interference wHh hepart” anttmagulatkn k of minimal clhlcal slgntffcance. 

As hepart” may affect the PT/lNR, patlenk receklng both hepartn and COUMAOIN should have blood for 
PT/lNA determl”ath draw” at leak 
.ShwrsaftermslastlVbdusdoseofheparin,or 
l 4 hours after cessati~” of a contbntaus Iv intusk” of hepark, or 
l 24 hours after the last subudaaeaus bepsrtn injection. 

HOW SUF’PLfED 
Tablets: FM oml use, single scored with one face im@ted numerka9y wiffi 1,2,2-l/2,3,4,5,6, 7-l/2 or 10 
strpdmposed and lnscrtbed rt6t “COUMAOlN” and wHh 6ts oppwtte face pkh. COUMAOIN Is available in bottles 
and Hospital Un&Oose Blkter Pa&ages wtth potencks and cohxs as fotlows 

timgvtal(boxof6) NDC05W0324-35 
Protect from light. Keep vial in box tmttl used. Store at contmikd room temperatura (5P-66”F 15”~3G’C). 

After rewnstltution. store at cmttrolled mom tsmperatwe (59’-66’F, 15’-30°C) and use wlthin 4 hours. 00 not 
refrigerate. Discard any unwed soktion. 
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